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(54) PREVENTIVE AND THERAPEUTIC AGENT OF SKIN TISSUE DISTURBANCE 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject drug capable of preventing and treating skin tissue 
disturbance by including 3-methyl~1-phenyl-~2~pyrazolin-5-one. 

SOLUTION: This drug contains 3-methyh1-phenyl-2-pyra2olin-5 one or a salt thereof as an active 
ingredient. The drug can be prepared as an oral or a parenteral administration form when clinically applied. 
The divided dose of the compound for an adult is 1-100 mg, and the compound is administered one to 
three times a day in the case of an oral administration. The divided dose thereof is 0.01-50 mg and the 
compound is administered two to five times a day in the case of an intravenous injection. Further, the 
divided dose thereof is 1-100 mg, and the compound is administered one to three times a day in the case 
of an intrarectal administration. The drug can be also administered by coating or affixing the compound. 
The drug is useful for medical treatment and a treatment for beauty because the drug can prevent and 
treat a skin tissue disturbance such as sunburn, pigmentation, skin cancer, senility and 
photohypersensitivity. 
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* NOTICES * 




1 .This document has been translated by computer. So the translation may not reflect the original precisely. 
2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] 3-methyl -1 - Phenyl -2 - Pyrazoline -5 - Prevention / therapy agent of the skin tissue failure which 
makes an active principle ON or its salt in which approves pharmacologically and it deals. 
[Claim 2] Prevention / therapy agent according to claim 1 to which a skin tissue failure is characterized by 
being chosen out of suntan, hemochromatosis, skin cancer, aging, and photodermatosis. 

[Claim 3] Prevention / therapy agent according to claim 1 characterized by a skin tissue failure being a disease 
resulting from radical formation. 



[Translation done.] 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention is the 3 -methyl -1. - Phenyl -2 - Pyrazoline -5 - It is related with 
prevention / therapy agent of the skin tissue failure which makes an active principle ON or its salt in which 
approves pharmacologically and it deals. 
[0002] 

[Description of the Prior Art] For the body, the skin is the organization of the maximum surface and is 
continuously exposed to that the open air, a chemical, ultraviolet rays, a radiation, heat, etc. are chemical and a 
physical factor. Although various failures arise in skin tissue according to these factors As a disease it is 
supposed that generating of a free radical participates in the failure process Suntan, melanism (pigmentation), 
skin cancer, aging. Photodermatosis etc. is known (clinical [ of a free radical ], 1988, vol.3, and 127-134; active 
oxygen, illness, 1989, 1 16-1 18;J.InvestDermatol., 1994, vol.102, 671-675, etc.). 

[0003] For example, suntan, melanin generation, skin cancer, aging, etc. are caused by UV irradiation. It is 
known that a free radical will participate in the reaction of melanin, and a free radical is generated during an 
organization in the UV irradiation to the skin, and it is also known that peroxidation of a lipid and reduction of 
an antioxidant will arise. The intervention of a ** gun and a free radical is suggested also from decreasing, if the 
occurrence frequency of skin cancer rises by UV irradiation and prescribes for the patient or applies an 
antioxidant. On the other hand, in the porphyria which is one of the photodermatoses, the intervention of a free 
radical is suggested experimentally. 

[0004] Conventionally, in prevention or the therapy of these skin tissue failures, spreading on the skin front face 
of a sun block, administration of an anti-oxidant, etc. have been performed. However, the sun block aiming at 
protection of the skin by ultraviolet-rays cutoff cannot control the reaction after it, once it cannot expect 
sufficient effectiveness for factors other than ultraviolet rays and a free radical is generated in skin tissue. 
[0005] Furthermore, it is vitamin C for the purpose of the antioxidation and free radical elimination. Vitamin E, 
beta-carotene, glutathione pharmaceutical preparation, etc. are used, and it is superoxide dismutase (SOD). 
Although administration is studied, it cannot declare that such effectiveness is enough. Thus, in prevention of 
the skin tissue failure considered that a free radical involves, and a therapy, development of the new drugs 
which have a free radical elimination operation is desired as one means. 

[0006] On the other hand, it is 3-methyl. - 1 - Phenyl -2 - Pyrazoline -5 - ON is the 3-methyl -1 . - Phenyl -2 - It 
is also called the pyrazolone or the NORUANCHI pilin. JP,5-31523,B - and - said - 5-35128 a number 
official report — 3-methyl- 1- Phenyl-2- Pyrazoline-5- It has the generation depressant action of peroxylipid with 
a powerfiil pyrazolone derivative including ON, and it is checked with the actual symptoms model that the lipid 
peroxidation by active oxygen shows a protective action to the ischemic cerebral function failure of making tihe 
main factor. 

[0007] In JP,3-215425,A, it is 3-methyl. - 1 - Phenyl -2 - Pyrazoline -5 - It is indicated, respectively that it is 
effective in eye diseases, such as a cataract £md a retinopathy, to JP,7-25765,A that this compound has [ that ON 
has a gastric-mucosa failure protective action ] blood sugar rise depressant action in JP,3-215426,A as for this 
compound. Izvestija TSKhA, No.5, 1968, and pp.210-214 **** - 3-methyl-l- Phenyl-2- Pyrazoline-5- The 
£mti-edema operation of ON and the anti-convulsion operation are indicated. [ moreover, ] However, 3-methyl 
[ as opposed to a skin tissue failure to any reference ] -1 - Phenyl -2 - Pyrazoline -5 - There are not concrete 
description about the effectiveness of ON and suggestion, 
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[0008] 

[Means for Solving the Problem] this invention person has the radical elimination operation excellent in the 
specific compound, as a result of repeating examination in view of the above-mentioned actual condition, and it 
found out that this could become effective prevention and/or an effective remedy to a skin tissue failure for the 
first time. That is, the summary of this invention is the 3-methyl -1 . - Phenyl -2 - Pyrazoline -5 - It consists in 
prevention / therapy agent of the skin tissue failure which makes an active principle ON or its salt in which 
approves pharmacologically and it deals. 
[0009] 

[Embodiment of the Invention] Hereafter, it explains to a detail per this invention. Prevention / therapy agent of 
the skin tissue failure of this invention is the 3-methyl -1 . - Phenyl -2 - Pyrazoline -5 - Let ON (it may 
abbreviate to "this compound" hereafter), or its salt in which approves pharmacologically and it deals be an 
active principle. 

[0010] As a salt of this compound which can be used for this invention, what was indicated by JP,5-35128,B, 
for example is mentioned. Specifically Salt; methansulfonic acid with mineral acids, such as a hydrochloric 
acid, a sulfuric acid, a hydrobromic acid, and a phosphoric acid. Para toluenesulfonic acid, benzenesulfonic 
acid, an acetic acid, a glycolic acid. Glucuronic acid, a maleic acid, a fiimaric acid, oxalic acid, an ascorbic acid, 
A salt with organic acids, such as a citric acid, a salicylic acid, a nicotinic acid, and a tartaric acid; Sodium, A 
salt with alkali metal, such as a potassium; Salt; ammonia with alkaline earth metal, such as magnesium and 
calcium, Tris (hydroxymethyl) aminomethane, N, and N-screw (hydroxyethyl) piperazine, 2-amino -2 - Methyl 
-1 - A salt with amines, such as propanol, ethanolamine, N-methyl glucamine, and L-glucamine, etc. is 
mentioned. 

[001 1] Moreover, composition of this compound used for this invention can be compounded by the approach of 
appropriate arbitration, and can mention the approach of a publication to JP,5-35128,B as one of the desirable 
approaches. This compound or its salt in which approves pharmacologically and it deals has prevention and/or a 
curative effect to skin tissue failures, such as suntan, hemochromatosis, skin cancer, aging, and 
photodermatosis. These skin tissue failures are considered that the radical formation in the skin is involving not 
a little. 

[0012] It can face applying to clinical this compound or its salt in which approves pharmacologically and it 
deals, and taking orally and parenteral cannot be asked, but it can use also according to the gestalt of********. 
For example, when using in taking orally, it is 1 to an adult. It is 1-lOOmg as a time and this compound. 1 Day 
1-3 It is desirable to carry out time administration. In the case of an intravenous injection, it is 1. It is 0.01 -50mg 
as a time and this compound 1 Day 2-5 It is 1 , when it is desirable to carry out intravenous drip continuous 
intravenous drip infusion of time administration or these dosages and it is intrarectal administration. It is 1- 
lOOmg as a time and this compound. 1 Day 1-3 It is desirable to carry out time administration. Since the 
adaptation furthermore made into the object of this application is a skin tissue failure, this compound can also 
be prescribed for the patient by spreading on the skin, pasting, etc. As for these doses, it is desirable to fluctuate 
suitably according to age, symptoms, a symptom, etc. 

[0013] Moreover, in the case of taking orally or intrarectal administration, you may use as gradual release-ized 
pharmaceutical preparation. Usually about pharmaceutical-preparation-izing, it is used as a constituent 
containing the additive of the support for pharmaceutical preparation, an excipient, and others usually used in a 
kind of this compound or its salt in which approves pharmacologically and it deals, or two sorts or more. A 
solid-state or a liquid is sufficient as the support for pharmaceutical preparation, and a lactose, kaolin (kaolin), 
cane sugar, crystalline cellulose, com starch, talc, an agar, pectin, an acacia, stearin acid, magnesium stearate, 
lecithin, a sodium chloride, etc. are mentioned as an example of a solid support. 

[0014] As an example of the support of a liquid, syrup, a glycerol, peanut oil, a polyvinyl pyrrolidone, olive oil, 
ethanol, benzyl alcohol, propylene glucohol, water, etc. are mentioned. When using a solid support, it can 
consider as a tablet, powder, a granule, a ** gelatine capsule agent, suppositories, cream pharmaceuticals, or the 
trochiscus. Although the amount of a solid support is changeable into arbitration, it may be about Img - about 
Ig preferably. 

[0015] When using the support of a liquid, it can consider as the suspension of syrup, a milky lotion, a ** 
gelatine capsule, a sterilization parenteral solution still like entering ampul, aquosity, or nonaqueous nature etc. 
Moreover, it can operate putting in this compound into the cyclodextrin clathrates or liposome etc., and can also 
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[0016] 

[Effect of the Invention] According to this invention, the therapy and/or preventive effect of various failures in 

skin tissue can be expected, and it is useful in medicine, cosmetics, etc. 

[0017] 

[Example] Hereafter, although an example explains this invention to a detail further, unless the summary is 
exceeded, it is not limited to below. In addition, this compound was manufactured according to the approach of 
a publication for the synthetic example of JP,5-31523,B. 

[0018] To the regions-of-back skin of an example feminity mouse (HOS:HR -1, 5 week-old), it is 50mM 
anthralin (1 , 8-dihydroxy -9 - anthrone) content acetone solution 500 mul It applied. Under the ultraviolet ray 
lamp (National floor linelS BL-B, 15W 2 LGT juxtaposition) exposure, from the lamp, it detached 40cm and 
the mouse was held in the cage. The mouse regions-of-back skin which applied anthralin is cut off after the UV 
irradiation of 10 hours, skinfold thickness is removed, and it is 2.0x0.3cm. The skin intercept was created. The 
signal reinforcement of a remaining anthralin origin radical is ESR. It measured on condition that the following 
using equipment. 
[0019] 

Measuring device JEOL JES-REIX spectrometer Cel x-band ESR organization test sample tubing (Labotec 
shrine make LTC-10) 

Measuring condition power 5mW field 338.0**10mT frequency 9.4GHz modulation lOOkHz O.lmT [0020] 
This compound prepared pH neutrally after dissolving in 1-N sodium hydroxide using the hydrochloric acid, 
and it diluted it with water or a physiological saline so that it might become an isotonicity. Only the 
physiological saline which is said sample solution or solvent which contains this compound so that it may 
become the dose of 1 mg/kg or 3 mg/kg was administered intravenously to the following timing, and the radical 
elimination operation of this compound was considered. 

- They are administration and the UV irradiation initiation 1 just before UV irradiation. They are administration 
and the UV irradiation initiation 5 after time amount. [0021] which makes a control group the group which 
prescribed only the administration solvent for the patient after time amount, and shows the signal reinforcement 
of the skin intercept anthralin origin radical in this compound administration group to this in the following table 
1 

[Table 1] 

The administration timing of book compound 1 mg/kg (i. v.) 3 mg/kg (i. v.) 

Just before UV irradiation 78.16% (P< 0.05) 63.85% (P< 0.05) UV irradiation initiation 

1 Time amount of after 82.52% (P< 0.05) 67.52% (P< 0.05) UV irradiation initiation 5 Time amount of after 

87.40% 75,06 (P> 0,05)% (P< 0.05) By n= 10 compound administration group, 

the signal reinforcement of the anthralin origin radical of a skin intercept was decreasing compared with the 
control group which prescribed only the solvent for the patient. 

[Translation done.] 
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Abstract of JP1 0279480 

PROBLEM TO BE SOLVED: To obtain the subject drug capable of preventing and treating skin tissue 
disturbance by including 3-methyl-1-phenyl-2-pyrazolin-5-one. SOLUTION: This drug contains 3- 
methyl-1-phenyl-2-pyra2olin-5 one or a salt thereof as an active ingredient. The drug can be prepared 
as an oral or a parenteral administration form when clinically applied. The divided dose of the 
compound for an adult is 1-100 mg, and the compound is administered one to three times a day in the 
case of an oral administration. The divided dose thereof is 0.01 -50 mg and the compound Is 
administered two to five times a day in the case of an Intravenous injection. Further, the divided dose 
thereof is 1 -1 00 mg, and the compound is administered one to three times a day in the case of an 
intrarectal administration. The drug can be also administered by coating or affixing the compound. The 
drug Is useful for medical treatment and a treatment for beauty because the drug can prevent and treat 
a skin tissue disturbance such as sunburn, pigmentation, skin cancer, senility and 
photohypersensitivity. 
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